Liver fibrosis in treatment-naïve HIV-infected and HIV/HBV co-infected patients: Zambia and Switzerland compared. by Wandeler, Gilles et al.
12 
3 
4 Q1
5 
6 
7 
8 9
10
11
12
13
14
15
16
17
18
19
20
21
22
23
International Journal of Infectious Diseases xxx (2016) xxx–xxx
G Model
IJID 2704 1–6
s
o
u
r
c
e
:
 
ht
tp
s:
//
do
i.
or
g/
10
.7
89
2/
bo
ri
s.
89
05
3 
| 
do
wn
lo
ad
ed
: 
13
.3
.2
01
7Liver ﬁbrosis in treatment-naı¨ve HIV-infected and HIV/HBV
co-infected patients: Zambia and Switzerland compared
Gilles Wandeler a,b,*, Lloyd Mulenga c,d, Michael J. Vinikoor c,e, Helen Kovari f,
Manuel Battegay g, Alexandra Calmy h, Matthias Cavassini i, Enos Bernasconi j,
Patrick Schmid k, Carolyn Bolton-Moore c, Edford Sinkala d, Benjamin H. Chi c,
Matthias Egger b,l, Andri Rauch a, for IeDEA-Southern Africa and the Swiss HIV
Cohort Study
aDepartment of Infectious Diseases, Bern University Hospital and University of Bern, CH-3010 Bern, Switzerland
b Institute of Social and Preventive Medicine, University of Bern, Bern, Switzerland
cCentre for Infectious Disease Research in Zambia, Lusaka, Zambia
dDepartment of Medicine, University of Zambia, Lusaka, Zambia
eDepartment of Medicine, Division of Infectious Diseases, University of North Carolina at Chapel Hill, North Carolina, USA
fDivision of Infectious Diseases and Hospital Epidemiology, University Hospital Zurich, University of Zurich, Zurich, Switzerland
gUniversity Hospital Basel, Basel, Switzerland
hUniversity Hospital Geneva, Geneva, Switzerland
iUniversity Hospital Lausanne, Lausanne, Switzerland
jRegional Hospital, Lugano, Switzerland
kCantonal Hospital, St. Gallen, Switzerland
lCentre for Infectious Disease Epidemiology and Research, University of Cape Town, South Africa
A R T I C L E I N F O
Article history:
Received 15 June 2016
Received in revised form 25 August 2016
Accepted 30 August 2016
Corresponding Editor: Eskild Petersen,
Aarhus, Denmark
Keywords:
Hepatitis B infection
HIV
Liver ﬁbrosis
Switzerland
Zambia
S U M M A R Y
Objective: To examine the association between hepatitis B virus (HBV) infection and liver ﬁbrosis in HIV-
infected patients in Zambia and Switzerland.
Methods: HIV-infected adults starting antiretroviral therapy in two clinics in Zambia and Switzerland
were included. Liver ﬁbrosis was evaluated using the aspartate aminotransferase-to-platelet-ratio index
(APRI), with a ratio >1.5 deﬁning signiﬁcant ﬁbrosis and a ratio >2.0 indicating cirrhosis. The association
between hepatitis B surface antigen (HBsAg) positivity, HBV replication, and liver ﬁbrosis was examined
using logistic regression.
Results: In Zambia, 96 (13.0%) of 739 patients were HBsAg-positive compared to 93 (4.5%) of 2058 in
Switzerland. HBsAg-positive patients were more likely to have signiﬁcant liver ﬁbrosis than HBsAg-
negative ones: the adjusted odds ratio (aOR) was 3.25 (95% conﬁdence interval (CI) 1.44–7.33) in Zambia
and 2.50 (95% CI 1.19–5.25) in Switzerland. Patients with a high HBV viral load (20 000 IU/ml) were
more likely to have signiﬁcant liver ﬁbrosis compared to HBsAg-negative patients or patients with an
undetectable viral load: aOR 3.85 (95% CI 1.29–11.44) in Zambia and 4.20 (95% CI 1.64–10.76) in
Switzerland. In both settings, male sex was a strong risk factor for signiﬁcant liver ﬁbrosis.
Conclusions: Despite the differences in HBV natural history between Sub-Saharan Africa and Europe, the
degree of liver ﬁbrosis and the association with important risk factors were similar.
 2016 The Author(s). Published by Elsevier Ltd on behalf of International Society for Infectious Diseases.
This is an open access article under the CC BY-NC-ND license (http://creativecommons.org/licenses/by-
nc-nd/4.0/).
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The increasing availability of antiretroviral therapy (ART) for
HIV-infected individuals has led to a dramatic reduction in AIDS-
related mortality and to the emergence of liver-related complica-
tions of hepatitis B virus (HBV) and hepatitis C virus (HCV)treatment-naı¨ve HIV-infected and HIV/HBV co-infected patients:
.doi.org/10.1016/j.ijid.2016.08.028
ciety for Infectious Diseases. This is an open access article under the CC BY-NC-ND
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IJID 2704 1–6fections as a major cause of death.1 Worldwide, HBV infection is
e single most important cause of liver cirrhosis and causes over
% of cases of hepatocellular carcinoma (HCC).2 HIV infection
celerates the progression of HBV-related liver ﬁbrosis, especially
cellular immunity is impaired or in the absence of adequate
eatment of HBV infection.3 A recent study from Nigeria showed
at HIV/HBV co-infected individuals were ﬁve times more likely
 have advanced liver ﬁbrosis compared to HIV monoinfected
ople.4
Although the mechanisms of HBV-related ﬁbrogenesis are not
lly understood, recent results from prospective cohorts in
rope, North America, and Asia have provided new insights into
 main determinants.5 Several host and viral risk factors,
cluding male sex, old age, high HBV viral load, and speciﬁc
V genotypes, have been associated with the development of
er ﬁbrosis, cirrhosis, and HCC. However, data from Sub-Saharan
rica (SSA), where HBV prevalence is highest, are scarce. In SSA,
ost infections occur during early childhood, in contrast to
estern Europe, where the majority of patients are infected as
ults.6 As HBV transmission patterns and the duration of infection
ay inﬂuence the development of liver ﬁbrosis and HCC, HIV/HBV
-infected patients in SSA could be at high risk of developing early
er disease.5 In addition, the burden of HBV-related complica-
ns might be increased by the presence of concurrent infections
ch as hepatitis delta virus (HDV) and schistosomal infections, as
ell as environmental exposures such as aﬂatoxins.7–9
Several non-invasive measurements have been used for the
aging of liver ﬁbrosis in HIV-infected and HIV/HBV co-infected
dividuals.10,11 The aspartate aminotransferase-to-platelet ratio
dex (APRI), which has been associated with mortality in SSA,12 is
commended by the World Health Organization (WHO) for the
sessment of the presence of liver ﬁbrosis where liver biopsy is
available.13,14 In this study, the stages of liver ﬁbrosis were
mpared between HIV-infected and HIV/HBV co-infected indi-
duals in cohorts from Zambia and Switzerland using the APRI.
is provided a unique opportunity to assess the impact of HBV
ansmission patterns on the development of liver ﬁbrosis and to
aluate its most important clinical and biological determinants in
o distinct epidemiological contexts.
 Methods
1. HIV cohorts in Zambia and Switzerland
Analyses were based on two HIV cohorts in Zambia and
itzerland.
HIV-infected adults receiving ART in two urban clinics in
saka, where care was provided to the standard of the national
ogram, were included.15 Routine baseline examinations
cluded a medical history, physical examination, and laborato-
 measurements (CD4 cell count, full blood count, serum
eatinine, and aminotransferases). In addition, all patients were
sted for hepatitis B surface antigen (HBsAg) and anti-HCV
tibodies, and HBV sequencing as well as viral load measure-
ents were performed in HBsAg-positive individuals within the
amework of a sub-study of the IeDEA-SA (International
idemiological Databases to Evaluate AIDS in Southern
rica).16 All data were entered into an electronic database
r clinical care, monitoring, evaluation, and reporting purposes.
ritten informed consent was obtained from all patients. The
omedical Research Ethics Committee of the University of
mbia School of Medicine and the Institutional Review Board of
e University of North Carolina at Chapel Hill, USA, approved
e study.
Established in 1988, the Swiss HIV Cohort Study (SHCS, http://
ww.shcs.ch) is a prospective nationwide cohort study withPlease cite this article in press as: Wandeler G, et al. Liver ﬁbrosis in
Zambia and Switzerland compared. Int J Infect Dis (2016), http://dongoing enrolment of HIV-infected adults. It covers approximately
50% of the cumulative number of HIV infections reported to the
Swiss public health authorities and 75% of patients receiving ART in
Switzerland.17 Detailed information on demographics, mode of
HIV acquisition, risk behaviour, clinical events, co-infections, and
treatment is collected using a standard protocol at registration and
then at 6-monthly intervals. All participants are screened for HBV
infection at study entry. Positive HBsAg tests are conﬁrmed with an
HBV DNA measurement. The local ethics committees at all
participating study sites approved the study, and written consent
was obtained from all participants.
2.2. Inclusion criteria and deﬁnitions
All adults with measurements of HBsAg, alanine aminotrans-
ferase (ALT), aspartate aminotransferase (AST), and platelets
before ART initiation were included. Patients who tested positive
for anti-HCV antibodies were excluded. Liver ﬁbrosis was
evaluated using the APRI, a non-invasive score originally validated
in HIV/HCV co-infected patients and previously used in studies of
HIV-infected and HIV/HBV co-infected individuals.11,12,18,19 The
following cut-offs were used, as recommended by the WHO:
0.5 and 1.5 to rule-out and conﬁrm signiﬁcant ﬁbrosis (equivalent
to METAVIR stages 2 and above), respectively, and 1.0 and 2.0 to
rule-out and conﬁrm cirrhosis (METAVIR stage 4), respectively.13
Grade 1 ALT elevation (1.25–2.5 times the upper limit of normal
(ULN)) was deﬁned according to Division of AIDS criteria.20
In the SHCS, alcohol intake has been assessed routinely at
6-month intervals since 2005.21 In Zambia, alcohol consumption
was investigated in all patients at ART initiation using the AUDIT-C
tool.22 At-risk alcohol intake was deﬁned according to the National
Institute on Alcoholism and Alcohol Abuse (NIAAA) as an average
daily consumption above one standard drink (10 g of pure alcohol)
for women and above two standard drinks for men.
2.3. Laboratory analyses
HBsAg-positivity was assessed using the point-of-care Deter-
mine rapid test (Alere, Yavne, Israel) in Zambia and recommended
commercial serological assays in Switzerland. HCV infection was
evaluated using the anti-HCV antibody rapid test OraQuick
(OraSure Technologies Inc., Bethlehem, PA, USA) in Zambia and
the ARCHITECT anti-HCV assay (Abbott Diagnostics, Wiesbaden,
Germany) in Switzerland. HBV DNA testing was performed using
real-time PCR (Roche COBAS AmpliPrep/Taqman HBV test) in both
countries. All measurements were performed before the initiation
of ART, or within the ﬁrst month of ART.
2.4. Statistical analyses
Differences in baseline demographic characteristics and clinical
and liver-related parameters at ART initiation between HBsAg-
positive and HBsAg-negative individuals in the two cohorts were
tested using the Chi-square test and Mann–Whitney test. Logistic
regression was used to evaluate the association between HBsAg
positivity and signiﬁcant liver ﬁbrosis (APRI 1.5). The following
potential confounders were adjusted for in multivariable models:
sex, age (below vs. above 40 years), country (Zambia vs.
Switzerland), CD4 cell count (below vs. above 200 cells/ml),
clinical stage of HIV disease (advanced vs. not advanced, with
advanced deﬁned as WHO stages III or IV for Zambia and CDC stage
C for Switzerland), and alcohol consumption (at-risk consumption
vs. no or not-at-risk consumption). The logistic regression analysis
was repeated after stratiﬁcation by country. As some of the
comparisons of HBV-related determinants between patients from
Zambia and Switzerland might have been biased by the presence of treatment-naı¨ve HIV-infected and HIV/HBV co-infected patients:
x.doi.org/10.1016/j.ijid.2016.08.028
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Figure 1. Proportion of patients with signiﬁcant ﬁbrosis (A) and cirrhosis (B), by
country and HBV status.
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repeated after excluding the latter.
To evaluate the role of HBV replication on the degree of liver
ﬁbrosis, the logistic regression analyses were repeated including
levels of HBV replication in three categories: (1) no HBV infection
or HBV infection with an HBV viral load <20 IU/ml, (2) HBV viral
load between 20 and 19 999 IU/ml, and (3) HBV viral load
20 000 IU/ml. The association between HBV viral load and
signiﬁcant ﬁbrosis and cirrhosis was further explored by repeating
the analyses after excluding HIV/HBV co-infected patients with
high viral loads but normal aminotransferases (as a proxy for the
immune-tolerant proﬁle). All statistical analyses were performed
using Stata 12.0 (Stata Corp, College Station, TX, USA).
3. Results
3.1. Demographic and clinical characteristics
In Zambia, 96 (13.0%) of 739 HIV-infected patients were HBsAg-
positive compared to 93 (4.5%) of 2058 patients in Switzerland
(p < 0.001). The age and sex distribution were similar in HBsAg-
positive and HBsAg-negative patients (Table 1). The prevalence of
advanced disease and median CD4 counts were also similar in
HBsAg-positive and HBsAg-negative patients in the two cohorts,
but patients in Zambia had more advanced disease and lower CD4
cell counts. The prevalence of at-risk alcohol use was somewhat
higher in HBsAg-positive patients than HBsAg-negative patients in
both Zambia and Switzerland, but the differences failed to reach
statistical signiﬁcance (p > 0.20). At-risk alcohol intake was more
common in Zambia than in Switzerland (24.9% vs. 9.9%, p < 0.001).
In Switzerland, 26.9% of HIV/HBV co-infected individuals were of
African origin, whereas this group represented only 15.6% of
HBsAg-negative patients.
3.2. Liver-related parameters
In both countries, HIV/HBV co-infected individuals were
approximately twice as likely to have a grade 1 ALT elevation or
higher as HIV monoinfected patients (Table 1). As shown in
Figure 1, the proportion of patients with signiﬁcant liver ﬁbrosis
(APRI >1.5) was higher in HIV/HBV co-infected patients than in
HIV monoinfected patients (10.4% vs. 3.6% in Zambia, 14.0% vs.
4.4% in Switzerland). The proportion of individuals with liver
cirrhosis was below 3% in all groups except in HIV/HBV co-infectedTable 1
Baseline characteristics of the patients, by cohort
Zambia 
HIV
(n = 643)
HIV/HBV
(n = 96)
General characteristics
Female (%) 346 (53.8) 42 (43.8) 
African origin (%) 643 (100) 96 (100) 
Age, years, median (IQR) 34 (29–41) 34 (29–39) 
At-risk alcohol intake (%) 155 (24.1) 29 (30.2) 
Advanced HIV disease (%) 288 (45.4) 38 (40.0) 
CD4, cells/ml, median (IQR) 226 (121–330) 233 (114–361) 
Creatinine, mmol/l, median (IQR) 80 (70–92) 79 (70–91) 
Platelets, 109/l, median (IQR) 250 (197–316) 246 (190–303) 
Liver-related characteristics
Grade 1 ALT elevation or above (%) 49 (7.6) 14 (14.6) 
APRI, median (IQR) 0.36 (0.26–0.53) 0.44 (0.29–0.76
HBV viral load category (%)
<20 NA 11 (12.2) 
20–19 999 NA 40 (44.4) 
20 000 NA 39 (43.3) 
HBV, hepatitis B virus; IQR, interquartile range; ALT, alanine aminotransferase; APRI, a
Please cite this article in press as: Wandeler G, et al. Liver ﬁbrosis in 
Zambia and Switzerland compared. Int J Infect Dis (2016), http://dxpatients in Switzerland, in whom the prevalence was 10.8%
(Figure 1). Based on the lower APRI cut-off for cirrhosis (APRI >1.0),
cirrhosis could be excluded in over 90% of HIV monoinfected
patients, as well as in 84.4% and 76.3% of HIV/HBV co-infected
patients in Zambia and Switzerland, respectively.
3.3. Determinants of signiﬁcant liver ﬁbrosis
In adjusted analyses, HBsAg-positive patients were approxi-
mately three times more likely to have signiﬁcant liver ﬁbrosis
compared to HBsAg-negative individuals (adjusted odds ratio
(aOR) 2.75, 95% conﬁdence interval (CI) 1.61–4.74; Table 2). The
estimates were similar when each cohort was analyzed separatelySwitzerland
p-Value HIV
(n = 1965)
HIV/HBV
(n = 93)
p-Value
0.07 447 (22.8) 21 (22.6) 0.97
0.99 306 (15.6) 25 (26.9) 0.004
0.30 39 (32–46) 38 (31–45) 0.38
0.20 191 (10.7) 12 (14.6) 0.26
0.32 216 (11.0) 8 (8.6) 0.47
0.59 277 (178–381) 293 (170–413) 0.64
0.72 76 (66–87) 75 (64–88) 0.84
0.35 205 (168–252) 199 (165–242) 0.41
0.02 215 (10.9) 23 (24.7) <0.001
) 0.01 0.39 (0.29–0.59) 0.50 (0.37–0.89) <0.001
NA NA 12 (16.2) NA
NA NA 29 (39.2) NA
NA NA 33 (44.6) NA
spartate aminotransferase-to-platelet-ratio index; NA, not applicable.
treatment-naı¨ve HIV-infected and HIV/HBV co-infected patients:
.doi.org/10.1016/j.ijid.2016.08.028
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Risk factors for signiﬁcant liver ﬁbrosis
No. (%) with signiﬁcant ﬁbrosis Univariable analysis (95% CI) Multivariable analysis (95% CI)
HBV co-infection
No
Yes
110 (4.2)
23 (12.2)
1
3.15 (1.95–5.06)
1
2.75 (1.61–4.74)
Sex
Female
Male
12 (1.4)
121 (6.3)
1
4.68 (2.57–8.51)
1
4.38 (2.30–8.32)
Age, years
16–40
>40
65 (3.9)
68 (6.0)
1
1.57 (1.11–2.23)
1
1.54 (1.05–2.25)
At-risk alcohol intake
No
Yes
93 (4.2)
30 (7.8)
1
1.93 (1.26–2.95)
1
1.55 (0.98–2.44)
Advanced HIV disease
No
Yes
95 (4.3)
38 (6.9)
1
1.67 (1.13–2.47)
1
1.48 (0.92–2.38)
CD4+ count, cells/ml
200
<200
75 (4.0)
58 (6.2)
1
1.56 (1.10–2.21)
1
1.40 (0.94–2.08)
Country
Zambia
Switzerland
33 (4.5)
100 (4.9)
1
1.09 (0.73–1.63)
1
1.10 (0.66–1.81)
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IJID 2704 1–6.25, 95% CI 1.44–7.33 in Zambia and 2.50, 95% CI 1.19–5.25 in
itzerland; Figure 2). Male sex was another strong predictor of
niﬁcant liver ﬁbrosis in pooled (OR 4.38, 95% CI 2.30–8.32) and
ratiﬁed analyses (3.87, 95% CI 1.49–10.08 in Zambia and 4.94,
% CI 1.98–12.28 in Switzerland). Associations with age above
 years, at-risk alcohol intake, advanced HIV disease, and a CD4
unt <200 cells/ml were weaker and further attenuated on
ultivariable analysis (Table 2). At-risk alcohol consumption
edicted signiﬁcant liver ﬁbrosis in Switzerland (OR 1.78, 95% CI
01–3.08), but not in Zambia (OR 1.34, 95% CI 0.62–2.90). The
sults of the analysis in the SHCS after the exclusion of patients of
rican origin (n = 331) remained similar, including the association
tween HBV and liver ﬁbrosis (OR 2.64, 95% CI 1.20–5.82).
4. HBV viral load and liver ﬁbrosis
Of 96 HIV/HBV co-infected individuals in Zambia, 90 (94%) had
 available HBV viral load before the initiation of ART and
e median HBV viral load was 1186 (interquartile range (IQR)
–1.94e+06) IU/ml. Among the 93 HIV/HBV co-infected individ-
ls in Switzerland, 74 (80.0%) had an available measurement andFigure 2. Risk factors for signiﬁcant liver ﬁbrosis (APRI 
Please cite this article in press as: Wandeler G, et al. Liver ﬁbrosis in
Zambia and Switzerland compared. Int J Infect Dis (2016), http://dthe median HBV viral load was 7299 (90–1.62e+08) IU/ml (p-value
for the comparison between the two countries = 0.07). A similar
proportion of HIV/HBV co-infected patients had a high baseline
HBV viral load (20 000 IU/ml) in both countries: 43.3% in Zambia
and 44.6% in Switzerland (Table 1). The proportion of patients with
signiﬁcant liver ﬁbrosis increased with HBV viral load: from 3.7% in
HBsAg-negative or HBsAg-positive with HBV viral load <20 IU/ml
to 12.8% in those with an HBV viral load 20 000 IU/ml in Zambia,
and from 4.4% to 21.2% in Switzerland (Figure 3). In multivariable
analyses, individuals with a high HBV viral load were more likely to
have signiﬁcant liver ﬁbrosis compared to HBsAg-negative or
HBsAg-positive patients with an undetectable HBV viral load: aOR
3.85 (95% CI 1.29–11.44) in Zambia and aOR 4.20 (95% CI 1.64–
10.76) in Switzerland (Supplementary Material, Table S1). Of
note, there was no clear difference in the proportion of patients
with signiﬁcant liver ﬁbrosis between HIV/HBV co-infected
patients with moderate and those with high viral loads in Zambia
(Figure 3). Among patients with high HBV viral loads, 72% in
Zambia and 58% in Switzerland had normal aminotransferases and
only one of these 47 patients had signiﬁcant ﬁbrosis. After
exclusion of these potentially immune-tolerant patients, the1.5) from multivariable logistic regression, by cohort.
 treatment-naı¨ve HIV-infected and HIV/HBV co-infected patients:
x.doi.org/10.1016/j.ijid.2016.08.028
242 
243 
244 
245 
246 
247 
248 
249 
250 
251 
252 
253 
254 
255 
256 
257 
258 
259 
260 
261 
262 
263 
264 
265 
266 
267 
268 
269 
270 
271 
272 
273 
274 
275 
276 
277 
278 
279 
280 
281 
282 
283 
284 
285 
286
287
288
289
290
291
292
293
294
295
296
297
298
299
300
301
302
303
304
305
306
307
308
309
310
311
312
313
314
315
316
317
318
319
320
321
322
323
324
325
326
327
328
329
330
331
332
333
334
335
336
337
338
339
340
341
342
343
344
345
346
347
348
349
350
351
Figure 3. Proportion of patients with signiﬁcant ﬁbrosis, by country and HBV
replication status.
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with high viral loads increased from 13% to 36% in Zambia and from
21% to 50% in Switzerland.
4. Discussion
In this cross-sectional study of HIV-infected, ART-naı¨ve adults
in Zambia and Switzerland, it was found that HBV co-infection was
strongly associated with liver ﬁbrosis. HIV/HBV co-infected
patients were at least three times more likely to have signiﬁcant
ﬁbrosis compared to HIV monoinfected individuals. This associa-
tion was similar in Zambia and Switzerland despite differences in
the natural history of HBV infection and the genetic background of
the study populations, and seemed to be driven by HBV viral load.
Liver cirrhosis was rare in Zambia but present in over 10% of HIV/
HBV co-infected individuals in Switzerland. This analysis also
showed differences in alcohol intake and the impact on liver
disease between the two regions, underlining the need to better
characterize alcohol consumption and its health-related effects in
Sub-Saharan Africa.
Few studies have evaluated the impact of HBV co-infection on
the development of liver ﬁbrosis in HIV-infected individuals using
non-invasive methods. The Multicenter AIDS Cohort Study (MACS)
showed a strong association between viral hepatitis co-infection
and signiﬁcant liver ﬁbrosis using the APRI score, but the number
of HBV-infected patients analyzed was small.19 In SSA, two studies
based on transient elastography measurements showed conﬂicting
results: Hawkins et al. reported a strong association between HBV
co-infection and liver ﬁbrosis in HIV-infected individuals in
Nigeria, whereas Stabinski et al. found no such association in a
large cohort in Uganda.4,23 The present analysis of two large HIV
cohorts provides further evidence in favour of a link between HBV
co-infection and the development of liver ﬁbrosis. Although non-
invasive markers of liver ﬁbrosis have mostly been validated and
used in studies on HCV infection, they will increasingly be used in
the management of HBV infection, especially in the context of
improving coverage of ART in resource-limited settings. Recently,
Stockdale et al. showed that the APRI score had a good negative
predictive value for excluding cirrhosis and signiﬁcant ﬁbrosis
among HIV/HBV co-infected individuals in West Africa, but had a
poor overall diagnostic performance.24 As APRI is now recom-
mended by the WHO to evaluate treatment eligibility for chronic
HBV infection in the absence of liver biopsy or transient
elastography,13,14,25 there is an urgent need for validation studies
of this marker in other contexts, ideally in comparison with the
results of liver biopsies.Please cite this article in press as: Wandeler G, et al. Liver ﬁbrosis in 
Zambia and Switzerland compared. Int J Infect Dis (2016), http://dxThe association between HBV infection and liver ﬁbrosis was
found to depend on the level of HBV viral replication. In both
countries, the proportion of patients with signiﬁcant liver ﬁbrosis
was similar in HBV-uninfected and HBV co-infected patients with a
viral load <20 IU/ml, whereas the prevalence of liver disease was
much higher in those with high viral loads. These results are in line
with those of prospective studies on viral replication in HBV
monoinfected individuals and the risk of liver cirrhosis and
HCC.26,27 HBV replication is inﬂuenced by the natural history of
HBV infection: patients infected during early childhood are likely
to undergo hepatitis B e antigen (HBeAg) seroconversion early in
life and to remain in a non-replicating phase for many years,
whereas those acquiring chronic HBV infection in adulthood often
experience high-level replication, hepatic inﬂammation, and
progressive development of liver ﬁbrosis.5 Compared to HIV/
HBV co-infected patients in Switzerland, liver cirrhosis was less
common among Zambians, despite what were likely longer
durations of HBV infection and similar HBV viral loads at ART
initiation. Host genetic factors could partially explain the lower
prevalence of cirrhosis in Zambia, analogous to the protective
effect of black ethnicity on the development of HCV-related
complications.28 Other potential explanations include differences
in viral factors (HBV genotypes and HBeAg positivity), as well as
environmental factors unaccounted for in the present analyses. For
instance, insulin resistance, a known risk factor for the develop-
ment of liver ﬁbrosis and HCC, might have been more prevalent in
the Swiss population.29 Although the results of this study conﬁrm
previous evidence on the impact of replicating HBV infection on
liver disease in treatment-naı¨ve populations, it is not yet known to
what extent HBV-active therapy reduces the excess liver-related
morbidity seen in HIV/HBV co-infected patients.
Another important difference between patients in Zambia and
Switzerland was the difference in the association between alcohol
consumption and liver disease. At-risk alcohol consumption did
not seem to be a strong risk factor for hepatic damage in Zambia,
whereas there was a clear association with signiﬁcant liver ﬁbrosis
in Switzerland. Due to the paucity of data published on alcohol
consumption and related health consequences in HIV-infected
individuals in SSA, it was difﬁcult to evaluate the generalizability
and robustness of these data. However, besides the potential
explanations mentioned above, the nature of the alcohol assess-
ment could have inﬂuenced the results. Self-reported alcohol
intake is subject to several biases and socio-cultural differences
between the two settings studied, making the comparison difﬁcult.
More research on alcohol-related and metabolic-induced liver
complications is urgently needed to improve our understanding of
liver disease progression in SSA, especially in HIV-infected
populations, in which alcohol consumption is high.
This assessment of liver-related complications using detailed
assessments of HBV virological determinants as well as other risk
factors for liver disease, including alcohol consumption and HIV
stage of disease, is a unique strength of this study. The impact of
HCV co-infection on liver ﬁbrosis could be excluded, as all patients
were tested for HCV infection, including in the Zambian cohort. The
association between HBV replication and liver ﬁbrosis could
be tested, as viral load measurements were available for >80% of
the HBV co-infected participants. However, due to missing HBeAg
data in a large sample of the patients, the inﬂuence of HBeAg
positivity could not be evaluated. As the majority of adult patients
with HBV infection in SSA are HBeAg-negative, these data could
have explained the differences in the prevalence of liver cirrhosis
between the two settings. Similarly, data on hepatitis delta
infection, a well-known risk factor for liver ﬁbrosis in HIV/HBV co-
infected individuals, were not available. Another limitation of
this study was the reliance on the APRI score to measure liver
ﬁbrosis and cirrhosis. As this test has not been properly validated intreatment-naı¨ve HIV-infected and HIV/HBV co-infected patients:
.doi.org/10.1016/j.ijid.2016.08.028
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IJID 2704 1–6V-infected populations in SSA, cut-offs generally used for HCV
fection had to be applied. Although this score has a good negative
edictive value to rule out liver cirrhosis (APRI <1.0), more data
e needed from SSA to better deﬁne its accuracy, and results need
 be compared with data from HBV monoinfected populations. To
pand the results of this study, similar comparative analyses
ould be repeated in cohorts with access to more detailed data on
er-related events, including HCC and liver decompensation.
nally, it was not possible to determine when the co-infected
rticipants acquired their HBV infection. Although it was
sumed that most patients in Zambia were infected during early
ildhood and most in Switzerland during adulthood, individual-
vel data on the time of infection would have allowed the role of
ration of infection to be better deﬁned.
In conclusion, as HBV-active antiretroviral agents such as
nofovir become increasingly available, it is essential to improve
r knowledge on the prevalence and main determinants of liver
sease among those infected with HIV. These results show that the
evalence and determinants of HBV-related liver ﬁbrosis in
mbia and Switzerland are largely comparable. Further research
needed to better understand the complex relationship between
e duration of HBV infection, natural history, viral replication, and
er disease in different parts of the world.
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